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IS 



Abstract 



NEW MATERIAL: A compound expressed by formula I {R<1> and R<2> are H, 
bromine or nitro; R<3> is H, lower alkyl, aralkyl or -(CH2)nZ [Z is OH or formula II 
(R<4> and R<5> are H, lower alkyl, etc.), etc.]; X is carboxyl, lower alkoxycarbonyl, 
carbamoyl, hydroxymethyl, etc.; Y is OH, lower alkpxy or aralkyloxy, provided that X and 
Y together represent formula III or IV} and salt thereof 

USE: A antiallergic ageht, antithrombotic agent, anti-inflammatory agent, antitumor agent, 
etc., having powerful inhibitory activity against C-kinase. 

PREPARATION: A raw material compound expressed by formula V, such as a 
physiologically active substance K-252, is reacted with an oxidizing agent (e.g. Collins 1 
reagent consisting of chromic acid dipyridine complex) in an amount of 5-7 equiv. based 
on the above-mentioned compound in pyridine solvent at 0 deg.C - room temperature for 
1 day. 
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HS(«/e) ; 4 8 1 (IT) 

mmm2 

<fc£fcf (K - 2 5 2 x**x* * *(*) 5 0«s 
(0. 1 mmo\) J: D<t6fc 2 . 3 0 tg ( 6 0. 6 96) 
* »P. > 3 0 0 trOUft©*^ LT»fc. 



NHR (C0CI .♦DHS0-d i > 9 ; 1. 51 (t. 3H. J«8Hz). 
2.22U.3H). Z.37(dd. IN, J=5. MHz). 3. 35 (dd. IH. 
J=7, MHz). 4.53(q. 2H. J«8Hz). 5.61(8. 1H>, 

8. 93 (dd, IH. J»5. 7Hz). 7. 28-7. 70 (■. 5H). 7.98(d. 
lH.J*8Hz). 9. I5(d. IH. J=8Rz). 9. 36(d. IH. J»8Hz). 

9. 66 (br. 8. IH) 
KS(«/e) : 4 9 5 (MM 

H 3ft 01 3 

i trnmoismv* n-7*></ 
m^**ms iH»<o^ttr^$n«K-2 5 2 

n-yotr;uxx? 7 0 « ( O. 1 4 mmo)) X 
O <l$to 3 . 50tg(7 0. 296)*ap. 272- 
274t©*ft:/'J;eA» < fcLT»fco 

NHR (C0CI.)* : 1. 12(t.3H. J»8Rz), 1.76-2. 08 
(a.2H), 2.2K8.3H). 2. 37 (dd, IH, J=5. MHz), 
3. 32 (dd. 1H V J=8. MHz), 3. 92 (s, IH), 4.45(t.2H. 
J*7Rz>, 8. 88(dd, IH. J=5, 8Hz), T. 32-7. 68(». 6H), 
7.80(d, IH. J=8Hz). 9. 08 (d, IH. J=8Hz), 9.20(d. 
IH, J = 8Hz) 

MS(a/e) ; 5 0 9 (M*) 

^*%m 6 <hi3)«<D;*pfc*e»*ns k - 2 5 2 n 
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-/f;nxf On (0. 1 3 aaol) <t rj . 

fc£«M. 5 0 ag ( 7 0 %) * ap. 2 5 1 - 2 5 

NKR (COC I a+DMSO-di) J ; 1. 04 (t, 3H. J=7H«), 
1. 32-2. 04(«. 4H>. 2. 20(s. 3H). 2. 39 (dd, iH, J*5. 
14Hz), 3. 35(dd. IH. J*7. 14Hz), 4. 46 (t. 2H. J=7Hz) . 
5.34(8, 1H). 6. 91 (dd. IH. J-5. 7Hz), 7. 30-7. 70 (a. 
5H). 7.96(d. 1H, J=8Hz). 9. 16 (d, IH, J=8Hz), 9.24 
(s.lH). 9. 36(d, IH, J = 8Hz) 

MS(»/e) ; 5 2 3 <»♦) 

flH**#«6 «tIp|fll©^^r»^n6K - 2 5 2 
n - wnxf JK* 7 Ov (0.1 4aaol) J: 
0 . 5 . 4 8 ag ( 6 7 5*) * up. 2 2 8 - 

2 2 9 t©»ayi)XA||itt»/!: B 

NNR (CQCI.M ; 0.96(a.3ll). 1. 16-1. 72 (■. 6H). 
1. 76*2. 08(a. 2H). 2.24(s.3H). 2. 41 (dd, IK. J=5. 
14Hz), 3. 35(dd. 1H, J*7. 14Hz), 3. 96 (s, IH) . 
4. 51 (t. 2H. J*7Hz). 6. 89 (dd. IH. J=5. 7Hz). 
7. 28-7. 92(8. 7H). 9. 10 (d, IH, J»8Hz) . 9.24(d. 1H. 
J=8Hz) 

MS(a/e) ; 5 5 1 (IT) 



HB8B8 63-295589 (13) 

&f»e 5 0if (0. I aaol) J: r> % {fc^fce, 3 3 
8g(6 4 %) * sp. 2 9 5 - 2 9 6 

NMR(DHSO-dt) d ; 2. 03-2. 28 (a, IH). 2.13(a.3H>. 
2. 86(d. 3H. J=3Hz). 3. 35(dd, IH, J~6. 13Hz). 7.00 
-7. 20(8, IH), 7. 32-8. 52 (a. 7H), 9. 04 (d. IH, J*8Hz). 
9.23(d. IH. J=8Hz) 

HS(a/e) ; 4 8 0 (IT) 
*»W7 

<t£& ( n b) (**« i -?n^nME^a ) 

1 7 6«f (0. 4 aaol) ^DMP 5aiC*J*L> 
4 i ? 1 3 8 at (2. 0 araol) * J:tf t 
*>Ui> / »J o 5 >f KI 8 1 ag(l. 2naol) 

2 0 aifcflD*. SK^xJ/RafcflU ttfoB* 

*y t -7**^/ g c<fc£** (D) : 
X^CHtOSi (Me) ,*-Bu) 2 4 Oaj 
( 1 0 0 96) *9fcJlfeT*;u7 r^iLm. 
NNR (C0C1,)* ;0.26(8,6H), 1.04(s.9H). 



2. I6(s. 3H). 2. 73 (dd. IH, J = 5. 14Hz). 3.08(dd. 
IH, J-7, 14Hz). 4. 05(s. 2H). 4. 44 (d, IH, J»17Hz), 
4. 86(d, lH.J-17Hz). 5. 58(8. IH). 6. 56 (dd, IH. J = 
5.7Hz). 7. 00-7. 64 (a, 5H), 7. 88 (d. IH. J-8Hz). 
7.96(d, IH. J-SHz). 8. 00 (s. IH). 8. 90 (d, IH. J*8Hz) 

i tmm<o^mv^ *j t-f**,*j* 

* >v *s H 2 2 On ( 0. 3 3 aaol) J: *> A % Y 
t* Cfls^fc (I) ; R ' - R » - R ■ -H. X- 
CH.OSi (M e ) - B u. Y = OH] 140 
.g (7 5 %) Ltffco 

NHR (CDCI ,*0IIS0-d.M ;0.24(8.6H), 1.06(8. 
9H). 2.24(9.3H). 2. 12-2. 44 (a. IH), 2.92-3.24 
(8, IH). 3. 93 (d, IH, J=10Hz), 4. 08 (d. IH, J-lOHz). 
5.38(8, IH). 6. 74 (dd, IH, J»5. 7Kz) , 7.24-7.68 
(b. 5H), 7.97(d. IH, J=8Hz), 9. 14(d. IH, J-8Hz), 
9.32(d, IH. J-8Hz) 

KS(b/c) ; 5 6 7 (M*) 

4 t Kf*8 Oaf (0. I 4aool) *TH F 5 mi 
C#*fL* f H-n-^f A7^i^7^ 
K<DTHP»* (1 MIX) I nl*to*. 
SfiT«*Lfc« lB*flflfc, 3» 



»t'/»i*yAA?AM7^?7^ (2« 

7. 7 S at ( 1 O 0 96) * ap. 2 7 8 - 2 8 0 t 

NHR (COCi ,^0HSO-d.) d ; 2. 13 (dd. 1H, J*5. 14Hz) , 
2.18(8. 3H). 3. 00-3. 38 (a. IH), 3. 76-4. 04 (a. 2H). 
6. 76-7. 00(a. IH). 7. 20-7. 84(a, 5H). 8. 01 (d. IH. 
J=8Hz). 9. 12(d. IH. J-8Hz), 9. 30 (d. IH. J=8Hz) 

HS(a/e) ; 4 5 3 

nmm* 

<t^m\. 9 6 ac (0. 2 aaol) *DMF 1 al 
K*JWL. *»T 5. 0 KkMiti- Y 'j * A 9. 6 ag 
(0. 2 aaol) 2 0£«l*Lfco ot^^v 

';*/B70D.D24ml (0. 2 aaol) *flo* 

ft& 2 ? o o *>i,A 1 0 ai ^jtoit^rAS 

9 9 A ? o -r H / 5 7 ^ - (25 %toWL 

9 o o*;i,A-ci||satrfb^^8, 3 5 ai (30.6 

9^) * bp. > 3 0 otoaa^jxAijitrii 

tz 0 ttzit&tot. 18ag(13.6») ^ ap.l 4 0 
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- I 4 7 tOUft^ t| XAfliLTBfco 

<t&to% : NMR <C0C*,)* :2.23(s.3H). 2.43 
(dd. iH. J»5. 14Hz). 3.36(dd. IH. J=7. 14Hz), 3.84 
(•. IB). 4. 13(8. 3H). 4.82(a.2H). 6.90(dd, 1H.J 
=5.7Hz). 7. 24-7. 76(a.5H). 7. 88 <d. 1H. J=8Hz). 
9. 17<d. IH. J=8Hz). 9. 46(d. IB. J»8Hz) 
«S(«/c) : 5 7 I (MM 

it^mS : NMR <CDC*,M :2.48(s.3H>. 2.49 
(dd. 1H. J=5. 14llz). 3. 47(dd. 1H. J=7. MHz). 4.06 
(s.3H), 4. 18(d. lH.J=UHz), 4. 59(d, IH. JMlHz). 
5.04(s. 2H). 6.64-8.0Q(a. 16H). 9. 24 (d. 1H. J*8 
Hz). 9. 36-9. 50 (■. IB) 

M$(a/e) ; 6 6 1 (M*) 

mm «9 

nmms tmmoz&v* <t&& i. 9 6.9 

(0.2mo1) JiOft^ttl 0. 6 0 «f (6 0.8 96) 
* -p. 2 6 7-2 6 9 t(Oife^!lXAattt 
»fc. flsafcll. 2 5 a* ( 2 4. 5 96) * 

ip, 2 8 8 - 2 9 4 tOtfer^Afl4LT1l 

ft^Hl 1 0 : NMR (COCI •) J : 2.41(b.3H). 
2. 52(dd. 1H, J*5. MHz). 2.98(b.3H>. 3.40(dd.lH. 
J=7. MHz). 4. 12(s. 3H), 6. 87(dd. 1H. J«5. 7Rz). 



fc»*L. AftO. 0 2 ai (0. 4»ol) *l>o*.aT 
tT 3^BBflHtLfeo THPIO Bi*ftuU 1 O 

^AT|f«flL, ft^il 3, 10 On (78.2 
%) .* «P. > 3 0 0 t:<D*fe©;*<t LT&fco 

NMR(C0C* .-DMSO-d.) <J : 2. 04-2. 32(a. IH). 
2. 17(b.3H). 3. 44 (dd. IH. J»7, MHz) , 3.98U.3H). 
6. 48 (b, IH). 7.l5(dd.lB. J«5.7Bt). 7.59-8.04 
(a,4H). 9.20(8. IH). 9. 44(8. IH) 

MS(a/e) ; 63 9 (M*) 

<fc£13t c 5 5 0 « < 1. 1 5 tool) <£ O > 

1 4 . 4 2 4 b» (7 5 96) * ap. 1 7 5-1 8 

NMR (CDC I.)* ;1.26(b.3H). 1.47(s.3H). 
2.36(8. 3H). 2. 34 (dd, IH. J=5, 14Hz), 2.99(dd. IH. 
J=7. MHz). 4.37(d. IH. J-tOHz), 4. 60 (d. 1H. J=10 
Hz). 6.77(dd. lH.J=5.7Hz), 7. 32-7. 92 (». 6H). 
9. 17 (d. IH. J=8Hz) , 9. 36 (d. IH. J=8Hz) 

MS(o/e) ; 4 9 3 (V) 



ftBSBa 63-295589 (H) 

7. 28-7. 68(a. 5H). 7. 84 (d. IH. J=8Hz) . 9. 05 Id. IH. 
J=8Hz). 9. 34 (d. IH. J=8Hz) 

MS(a/e) ; 4 9 5 (M*) 

it&to 1 1 : HMR (COCI ») d : 2.40U.3H). 
2.49<dd. 1H, J»6. MHz). 3. 16(s.3H). 3.24(b.3H). 
3. 42(dd. IH. J»7, 14Hz). 4. 04(s. 3H). 6. 97 (dd. IH. 
J*6.7Hz). 7. 32-7. 68 (a. 5H). 7. 90 (d. IH. J=8Hz) , 
9. 18 (d. IH, JagHz), 9. 36 (d. IH. J=8Hz) 

MS(a/e) ; 5 0 9 (V) 

nmw 1 0 

*»w 8 tmm<Djjmn % item 1 . 9 6« 

(0. 2 aaol) J: O <fc£& t 2 . 8 4 tg ( 8 0. 3 %) 
* ip. 2 0 4 — 2 0 7 tCDjtar g XAJIi LT 

NMR (COCJt)* : 1.0U.3H. J=8Hz). 1.60-1.96 
(•. 2H). 2.2K8.3H). 2. 38 (dd. IH. J»5. 14Hz). 
3.37(dd. IH. J»7. 14Hz). 3. 70 (t. 2H. J«7Hz). 4.12 
(8.3H). 6.92(dd. lH.J»5.7Hz). 7. 36-7. 72 (■. 5H). 
7. 84 (d. IH, J»8Hz). 9. 21 (d. IH. J«8Hz), 9. 44(d. 
IH. J=8Hz) 

MS (a/ a) ; 5 2 3 (M*) 

nmm 1 i 

l,96n (0. 2 aaol) * fcT fj i> V 1 a I 



1 3 

ft&<*7. 5 8 af (0.1 2 aaol) f DMP 3 a I 
C*lltMif^7t>O.B ai (0.38eaol) 
* £tf* t if JU*-»4 i Srs-Jhl 0 7ag(0.6 
aaol) *Jd;U SAT 1 Bfltff Sfcfcftfc: 
T H F <*ZD*-^ 1^^***7?** L**tt« 
-r^* S' Lfc. »lttMo*;^t 
Mf »i/-H, It&l* 1S.-20bs(S3L? 
%) * ap. 2 8 0 - 2 7 3 t:0Kfe»*£ LT» 

NMR (C0C! ,>0HSO-d,) 3 ;2.43(s.3H). 2.77 
(dd.lR.J-5.14Hz). 3. 54 (dd. IH. J»7. MHz). 5.09 
(d, IH, J<»10Hz). 5.43(d. IH. J»10Hz). 7.2i(dd. IH. 
J»5.7Hz). 7. 30-7. 90 (a. 6B). 9. 12(d. IH. J=8Hz). 
9.34(d. lH.J»8Hz) 

MS(a/e) : 4 9 5 (MM 

nmm 1 4 

HGtob 3 0 at ( 0. 0 5 8 aaol) <k O . it&m 
16. 1 0 ag ( 3 2. 5 %) * «p. > 3 0 0 t<Dft 

NMR (COCI ,^0MS0-d.) d ;2.24(s.3H). 2. 44 
(dd, IH. J=5. 13Hz), 3. 49 (dd, IH. J=7. 13Hz). 4.08 
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(s,3H). 6.27(8. 1H). 7.06(dd. 1H. J=5,7Hz). 
7. 32-7. 88 (a, 3H). 8. 06 (d. IH. J*8Hz). 8.40(dd. 
lH.J=2.8Hz). 9. 30 (d, IH, J=8Hz)» 9.80(d,iH.Jn 
2Hz), 10. 57(8. 1H) 
MS(a/e) ; 5 2 7 (1+1) • 

mmm t 5 

<b&1* 14 1. 1 1 8 (2. 1 8 moI) *TH P 
3 0 mttZt&m *»T**<btM«)Al 3 0 
ag (3. 2 7 aaol) *DojU 1 0 * o 

o*«x*;t,0. 4 4a! ( 4. 3 6 aaol) S 

aft** 'J rtY^* ? A? o-r ► y 4 - (7 

<*£<t&lk<!) ; R'sR'nH. R»»CO,Et 
X=CH,dA c . Y-OH) 885-v(7096) 

NKR (QIS0-d.) 9 ; 1. 40U.3H. J=7Hz). 2.18 
(s, 3H). 2. 21 (8. 38). 2. 00-2. 36 (a. IH). 3.00- 
3.44(a. IH). 4. 24-4. 60(a. 4H). 5.90(8. 1H). 
7. 10(a. 1H). 7.28-8. 18(a, 6H). 8. 98 (d, IB. J=8Hi), 
9. 19 (d. IK. J»8Hz) 



KBUBa 63-295589 (15) 

*S(a/e) ; 5 6 8 (1*1)* 
±EU N -x V * *si> totf-to* 8 3 5 ag 
(1.4 4 aaol) t-DMF 5 0alC»WU *ftT 
tKnV/;iTiy«l»«iiJ0g (14.4aaol) 
^.ktfMJif *T?y2.0 Ul (M 4aaol) 

*dd*> sat 3 anoint tit. #a*«£Tffl 

HfcKTHF 5 0 al*flDX.tt*!***-efc 

R'=H. R'-OH. X = CH,OAc. Y« 
OH3 *f»fc. 

3 Q 9 J -to 1 0a)4>S&&&K:$JK 

t. 2 N*&<fc* h <J * A*««2. I 6at*Ai;t 
SfiT 1 SMUtfLfco KE»«*ttfc***r 

^^97^ - ( 7 96 > * y - JU— * O D * i\0 A ) 
•C»»L. ft^fc I 7. 1 1 2 at (I 7 96) *» 

NNR (DISO-d.) * ; 1. 92-2. 22(a. 1H). 2.16 
(8.3H). 3. 08-3. 40 (a. 1H). 3. 68-3. 96 (a. 2H). 
5. 18(br. 8. 1H). 5.50(8,18). 7.04(a. 1H), 7.28- 



8. 12(a. 6H), 9. 02 (d. 1H. J=8Hz). 9. 20 (d. 1H. J=8Hz) 
HS(a/e) ; 4 7 0 (M*l) * 

nmm i s 

«#«7T?»^nH^«!J, 1 5 0 8i(0.3 

aaoi) x o n»m i tmmox&v* t ki* tft 

dfe ( I ) :R'-R»-R'-H. X-Y = 
OM e 

-CH.O-i (Me) -0-3 1 2 4 * ( 8 1 
96) **tZo 

NUB (C0Ci3) * ; I. 46* J; CM. 58(8. 38). 
2. 20-3. 20(8. 2H). 2. 32* J: 2. 36U. 3H). 3.11 
* J: 3.38(8.38). 4. 04-4.72(b.2H). 6.60-6.84 
(a, 1H). 7.20-8.12(a.7H). 9. 04-9. 38 (a. 2H) 

IS(a/e) : 5 1 0 «♦»• 

^tK(z 3 2 0 «(0.63 aaol) * ? o o * to 
A 2 0al*J:tf > * y 5alC»81L^ 3N 

*ttlal*ftliU SfiT 1 VlWtt. SC» 

o 2 N*RflS* ► 9 * A I. 5aU / * 

/ -to 1 Oal*Do<.> X«T 1 8*IW!I*Lfco E 
C««* 5 96 *xyRj|u ttfcAfc****** 

TS£L *>r to 3 -to* C<k^«! ( I ) :R ,s » 
r"«r*»H. X-CH.OH. Y«OH)320 



MR (COCi.-DMSO-d.M; 2. 08-2. 12 (a. 1H). 
2.20(8,3H). 3.06-3.36(a.lH). 3. 80-4. 00 (a. 2H). 
4. 842U. 1H. J«8Hz). 6. 15(8. 1H). 6.83(a.lfl). 
7. 20-8. 04(8. 68). 9. 08 (d. 1H. J=8Hz) . 9.26(d.lH. 
J=8Hz). 10.68(br. s. 1H) 

US(a/e) ; 4 5 4 (M^l) * 

VTtos -to* 7 4 3 aj ( 1. 6 4 aaol) ^ i? it 
> 2 0allC*|fU^ ft* bMJi>J>3L9 7B! 

^/w^. i o o t:r 2^Bnajjmtfca *«^»aet 

4 - (> ^ / - o d^^a«i 0 : 90) 

Ct««t, N-TWtt Cft^H! (I) ;R» 
= R*»H. R ,a MHi, X»CH,OH. Y = 
OH] 4 7 2 at ( 6 2 96) *ap. 2 4 5 - 2 6 0 

NHR (OMSO-d.) 9 ; 2. 19 (dd. IB. J=5. 14Hz). 
2. 16(s. 3H). 3. 00-3. 40(8, 3H). 3. 80 (br. e. 2H). 
4.96(br. 8. 1H). 5. 44 (br. 8. 1H). 6. 88-7. 12 (a, 1H), 
7. 24-8. 20(a.6H). 9. 04 (d. 1H. J=8Hz). 9.04(d. 1H. 
J=8Hz) 

«S(a/e) ; 4 6 9 

H-T i / * 234ai(0. 5 aaol) ^ DM F 



3allC»PL* N. N - i>> * A r t K 

> * JU7-lr*-;u0. 5 6al (4. 2asot) 

^fuy^HAM^K97^ - ( > * / 

-jv/ ? o o *^ A/r y*-T;fc«3/9 7 / 

o. i > -cm a ft^tt i 8 1 7 9 •* < 6 a %) 

NMR (DUSO-d.) d ; 2. 03 (dd. 1H, J=5. MHz), 

2. 16(s. 3Hh 3. 04(s,6H). 3. 00-3. 26 <■, 1H). 

3. 72-4. 00(a.2H). 5. 16 (t. IH. J*6Hz). 5.48(a. IH). 
7.04(a. 1H). 7. 28-7.72(a. 4H). 7. 90 (d. IH. J=8Hz). 
8. 02 (d. !H. J=8Hz), 8. 09 (s. IH), 9. 03 (d. IH. J=8Hz). 
9.22<d. IH. J=8Hz) 

MS(»/e) ; 5 2 4 (M*l>* 
KM* 1 7 

(I) ;R» = R«=R»=H. X»CHiOH, 
Y = OH) 90« (0. 2nol) *DMF 2 ale* 
JWL. 3 $%**i*T*y t X**tt0. 0 Sal 

(0. 6 moI) 7 0 tT!2. 5R*IB«*Lfc. 

*a**ET0£U Vi>Y»* 9 a* 

07K57^--(>^; - JW/£ a o * JUA/ 
2 8«T^*-T*=2/9 8/0.2) T!*»U 



3H). 2.20U.3H). 3. 08-3. 48 (a. 1H). 3.72-4.08 
(». 2H). 4.64(9. 2 H). 5. 18 (a. IH). 5. 48 (b, IH) . 
7.08(8.12). 7. 30-7. 76 (a. 4H). 7. 92(d. 18. J«8Hi). 
8.05(d. IH. J*8Hz). 9. 05(d, IH. J=8Hz). 9.24(d. IH. 
J=8Hz) 
*S(a/e) ; 5 6 6 (■♦!)• 

nnm i 9 

mmm i ^wo^t, ##«8-c»*n* 

b 2 6 2 mt (0. 4 5 aaol) J: 9 * <f * X 
« CflS^W < I > :R'-R»-R*-H. X = 
CHiNHC b i, Y = OH) 1 7 0 K ( 6 4. 5 
H) *ap. 2 8 1 - 2 8 5 t(OiftM^Ltil 

NMR (COCi.-OMSO-d.)*: 2. 00-2. 30 (a. IH). 
2. 18(s.3H). 3.05(dd. 1H. J«7.l4Rz). 3.48-3.90 
(a. 2H). 5.20(8. 2H). 5. 69<b. IH), 6. 68-7. 00 (a. IH). 
7.08-7. 70(a # 10H). 8. Olid . IH. J»7Hz). 9.08(d. 
IH. J=8Hz). 9.27<d. 1R. J=7Hz) 

US (a/ a) ; 5 8 7 («♦»• 

A * Kt* 2 6 0 Bf (0. 4 5 aaol) f DMF 
1 ObICML, - 2 0 tZCT 6 0 M**ft* > 
innalUB aaol) *JlD;U I 0 
I, 2-i^^B*x^<il (4. 5aaoI) tftUU 



l!BBD3 63-295589 (16) 

<l£1fo 1 9 3 0 at ( 3 1 96) *»fco 
NMR (OMSQ-d.) d ; 2. 07 (dd. IH. J=5. 14Hz). 

2.20(b.3H). 3. 12-3. 40 (a. IH). 3. 68-4. 04(a. 2H). 

5. 00-5. 30 (a. 3H). 5. 52 (a, IH). 6. 40 (t, IH. J=7Hz). 

7.07(dd. IH. J=5.7Hz). 7. 30-7. 80 (a. 4H), 7.92(d. 

IH. J=8Hxj. 8. 07 (d. IH. J=8Hz). 9. 08 (d. IH. J»8Hz). 

9.28(d. IH. J»8Hz) 

MS(a/e) ; 4 8 4 (*♦!)♦ 

n&m i 8 

(I) IR'-R^R^H. 'XaCHiOH, 
Y = OH) 9 On (0. 2aaol) *DMF2nlK:» 
JWL* 3 5 H*)U±TJi>r t K*fc*0. 0 Sal 

(0. 6 aaol) * J; Cf N - > * * fcT-« 9 > 0. 0 7 a! 

(0. 6aaol) 70fP2 BM«#Lfco * 

JK*ttflET«£L. §i|i:THF 1 Oal^ftUttt 

* y - */ 9 oo*jtrA/2 8»TV*sT* = 
3/9 7/0. 1) T?«»Lv <fc£&2 0 4 4 ag 
(39%) 

NMR (DRSQ-d.) * ; 1. 88-2. 80(a. 9H). 2.14(s, 

N-7o*x**f* tit&m (I) R'-R'-H. 
R^CHiCHiBr, X=CH,NHCbz, 
Y=OH) 2 3 Ox (74%) 

NMR (C0Ci») ; 2. 01(1. 31), 2. 40-2. 68 (a. 
IH). 3. 00-4. 00 (a. 7H). 5.20(s.2H). 5.32-5.60 
(a. IH). 6. 40-6. 64(a. 1H). 7. 00-7. 64(a, 10H). 
7. 84(d. IH. J»8Hz). 8. 66(d. IH. J=8Hz). 9. 20(d. 
IH. J=8Hz) 

IS(a/e) ; 6 7 9 (»♦!)♦ 

N-yatif^|*2 1 0 ag (0. 3 «»o!) ^DMP 
8 alC»WLv f jvt« >HHI 2 4 3 w 
(3nol) fJ:c;DBU 0.4 5al^in>L^ 

Ari^n^o^ ^97^ - o^y-ju/ 

8%T^*-T*«5/9 5/ 
0.1) IcrfllMt. H-^f*TWif*» 
C^fc^^ ( I ) ; R ««R»-H. 
R , = CH»CH,NMe„ X^CH.NHCbz. 
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Y-OH) 1 9 0 ■« ( 9 6 %) *®tZo 

NMR (CDC £ ,) 8 ; 2. 06U.3H). 2. U(s. 6H>. 
1. 96-3. 96 (a.9H). 5. 19<9.2H). 5.80(a. IH), 
6.51(a, IH). 6. 84-7. 64(0. 10H). 7. 84 (d. IH. J=8Hz). 
8. 52(d, IH. J=8Hz). 9. 26<d, IH. J-flHz) 
MS(o/e) ; 6 5 8 (■♦!)♦ 
N - it / ? * T * / x * t 90tf (0. 29 
aaol) ^DMP 5allC«»fL. 1 0%'<?'S<> 
a/#S2 0 Onm, **»*T5 0-6 0 

^HA7o7K57^ - { / 9 J - )U/ 9 o 

o*;uA/28«Ty*i7**l 0/9 0/0. 5) 
CT««U <fc£fc2 1 1 2 2at (8 IK) *8 

NMR (DMSO-d.) *: 1. 84-3. 96<a. 1IH). 2. 12(8. 
3H). 2.24(s.3H). 7. 03 (a. IH). 7. 28-7. 72 (a. 4H>. 
7.84<d, IH, J=8Hz). 8. 00 (d, IH. J=8Hz) . 9. 00(d. 
IH, J=8Hz) , 9. 20 (d. IH. J=8Hz) 

MS(a/e) : 5 2 4 (■♦!)• 

nnmz 0 

ffc£«l i 6 2 9 «i ( 1 aaol) Jirj^ai* 



m 2 3 1 4 On (5 OK) 

NMR (OMSO-d.) J; 2. 04-2. 32 (a. IH). 2.20(8. 
3H>. 2. 96-3. 96 (a. 7H). 5. 88 (■. IH), 7.03(a. IH). 
7. 28-8. 40 (a. 8H). 8. 76 (a. IH), 9. 04 (d, IH. J=8Hz). 
9. 24(4. IH. J=8Hz) 

MS(a/e) ; 5 2 5 (■♦»• 
##«1 

K- 2 5 2 . 7. 0 1 g (I 5aaol)<D**TH F 
(10 0 mi) mm***L* C*UC**fcd * 
OiT*tA*il. 1 4 g (3 QiRot) *to*.* 

1 Ntt«„ ttftfttt*-?* 

fru. ► »j ^rwife. 

/?7^ - (^oo^^a-^^;-^) rum 

«p. 2 6 6 ~ 2 7 5 t: (> * / - $u J: o HIS A) 
NMR (0MS0-d,*CDCi 3 ) J ; 9. 24 (d. IH. J=8Hz). 
8.2-7.7(o.3H), 7. 6-7. 0(a. 4H). 6. 74. (dd, IH, 
J=5. 7Hz). 4, 90(d. IH. J*18Hz), 4. 69(d. IH. J=18Hz). 



ftfSJBg 63-295589 (17) 
Cft&& ( I ). : R'-R»=r»±h. 

X»CHiNHCOCH,NHCbz, Y = OH) 
4 6 0 i (7 3«) 

NMR (DMSO-d.) 8 ; 1. 92-2. 36 (■. IH). 2. 19(s. 
3H). 2.80-3. 16(o. IH). 3. 52-4. 00 (a. 4H), 5.10(8, 
2H>, 5.77(8. IH). 6. 96 (a. IH), 7; 12-8. 24 (a. 12H). 
8. 98(d. IH. J=8Hz). 9. 18 (d. IH. J=8Hz) 

MS(a/e) ; 6 4 5 (M+2)* 

4 t 4 0 0 as (0. 6 3 aaol) 1 9 

*H«©;*feT*5c*fTt^ {t&til 2 2 3 2 0 
v ( 1 0 0 %) 

NMR (QMSO-d.) t ; 1. 92-2. 28 (a. IH), 2. 16 (s. 
3H). 2. 80-3. 90 (a, 7H), S. 84(br. 8, IH). 6.96(a. 
IH). 7. 24-8. 40 (a. 7H), 8. 97 <d. IH. J=8Hz), 9.16 
(d, lH.JogHz) 

MS(a/c) ; 5 i 0 (M+l)* 

nmmz 1 

3*012 0-e»*n*<fc£ti! 2 2 2 7 Tag 
(0. 5 4 aaol) + + ? 1 5aHC»JHL. fe 

*fc K 9 f y L 3al*tDjL3*Mftlfc**L*:. 

2 8 «T y*aT*- 5/9 5 /0. 1 ) CT«* 

4. 13 (d. IH. JMtHs). 3. 91 (d. IK, J»llHz). 3. 29(dd. 
IH. J=7. UHt). 2.38(dd. 1H.J*5. 14Hz). 2. 19(s. 3H) 
MS(a/c) : 4 4 0 (MM) * 

*nm 2 

K- 2 5 2. 4 6 7 ag ( 1 aaol) *rt^|> 
9 * I 0 mi CfcHt,* ot>T?f ► 5 7ju* o * 
Dl-fo-»)Ai 33« (1 aaol) 3 I* 

UY^AHM^ ^974 - (5KDMP/ 

^oo*^a) icrmaaK b 5 oag 

( I 0 96) * ap. > 3 0 0 t(Oftfe»^itt» 
fc. 

NMR(DMS0-d«).* ; 2. 12 (dd. IH. J=5. 14Hz) . 2.16 
(a.3H). 3. 45 (dd. IH. J*7. 14Hz). 3^94(8. 3H). 
4. 99 (d. IH, 18Hz). 5. 06 (d. IH. I8Hz). 6. 44 (a. IH). 
7. 26 (dd. IH. J=5. 7. 4Hz). 7. 39 (t, IH. J=8Hz). 
7.53(t. lH.7Hz). 7. 96 (d. lB.8Hz), 8. 08(t. 2H. J= 
8Hz). 8.31(dd. 1H.J-2. 4,7Hz). 8.77(s, IH). 
I0.09(d. lH,J=2Hz) 

MSU/e) ; 5 1 2 (M*) 

3 

il&fa a 8 7 tf ( 0. 2 aaol) ^^ooto^S 
mi CjgJWL* 2. 2-'/ / F*'/^o;<y | 0 4 
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ag ( 1 aaol) *£Ut> *7 t - x»>*>WL\ 0 m 

McUn (7 1. 5%) * ap. 27 8 - 2 8 0 t 

NMR (COC* >)d : 1. 14(8.3H). 1.40U.3H). 
2.24(s.3H), 2. 41(dd. IH. J=5. 14Hz), 2. 82<dd. IH. 
J*5.14Hz), 4.05U. 1H. J=10Hz). 4. 49 (d. IH. J-10 
Hz). 4.96(a.2H). 6.6B(dd. IH, J»5.7Hz). 7.24- 
8. 2 a (a, 7H). 9. 40-9. 60 (a. IH) 

HS(a/e) ; 4 7 9 (I*) 
##91 4 

<fc£fc (Da) 4. 5 3 g (10 aaol) <Djft* 
9 i>v 5 OaifcfclC. **ft«t. 4 2aJ (15 
aaol) ttoJU 3«TM *M«I*X*:. 
«54>cO*«*»ETk:«A tttttCl NHI 

5 o •i*i**.m#Ltzo *mm**KL. t n 



ttKIDB 63-295589 (18) 

ap. 2 6 ?-2 ? 0 t 

MR 4DMS0-d,+C0C£ ,> ; 9. 36 (d, IH. J=8 Hz), 
8. 2-7. 7 (a. 3H). 7. 7-7. 25 (a. 4H). 7. 27 (dd. IH. J= 
5.7Hz), 5.07(s.2H). 3. 98 (dd. IH. J=7. 14Hz) 

it&tiS d 2. 5 g ©ifift* * -ji> 6 0 

*»JETCH^U. Il(*tt«fcx**x-* *4 0 
•i *fc*«J*Lfc. ^m^Kl, x**x 

tt(00-Ttf^-«;oi| K2.2 9g (88 
96) 

±£ft£tft 2 0 6 ag (0. 4 aaol) ©m* ? ° o 
(ilfttl^R*) 5 alfcfclC. 3 0 
9<^f ^7ty/^y-;u0. 5 ai */)D;U 3 
AT? 3B*M«*Lfc*. lN*tflitM«)A* 
»* 1 al *«fcc;/ * / 5 al^toX> 
C1B*M«#L*:. Si6«£ttCTH F 7 0 ■! 

*fe*.T**n*:»«* i n*«. mfa±**v 

Hit, **fe»*tt©ft£fce 1 0 9 at ( 5 8 96) 



bp. 2 8 1^ 2 6 3 t (> * y - *) 

NKR (DXSO-dt) d : 9.22(d. lH.J-7.9Hz). 8.1- 

7.8(a.3H). 7. 55-7. 25 (a. 4H). 7.04(dd. IH, J» 

4.7.7. 5Hz). 5. 04 (d. IH. J=17. 5Hz). 4. 97 (d, IH. 

J*17.5Hz). 3. 26(dd. IH, J=7. 5. 13. 6Hz). 2.81(d. 

3H.J=4.7Hz). 2. 12U.3H). 2. 04 (dd. IH, J-4. 7. 

13.6Hz) 
HS(a/e) ; 4 6 6 (IT) 

##918 

It&m (II a) 2 2 7 ag ( 0. 5 aaol) ©x* y 
-*2 0 al»»#*C*<i:**-* 1 ai^ftl 
flD**«Lfco 2 B*H:fcJ;c; 4 £ C 

an;**-**! ■irotoi, «£^8^wftiin 

H3cL„ Bit* f 9 » Y 9 A ^ o -r V 7 
fc*fe»*tt<D<t£fc fl60ag(S696>*& 

ap. I93^195t (Ttfy-y^;-^) 
NMR (0MS0-df) 6* ; 9. 22 <d, IH. J=7. 6Rz). 8.1- 
7.85(a.3H). 7. 55-7. 25 (a, 4H). 7. 11 (dd. IH. J» 
4.9.7.3Hz). 5.04(d. IH. J=i7.7Hz). 4. 98 (d, IN, 



J-17. 7Hz). 4. 40(a,2H). 3. 38<dd. 1H, J*7. 3. 13. 9 
Hz). 2. 17(s. 3 H). 2. 02(dd. IB, J=4.9. 13.9Hz). 
1.43U.3H. J*7. 1Hz) 

MS(a/e) ; 4 8 1 (IT) 
##91 7 

<t&to (lb) 4 3 9 ag ( 1 aaol) f7oo* 
3 1 OalCBftL* M / 5 
a! ( 2 aaol) *«fctf*i':77-x^*;'lt2 3ag 

* o o — x-T>vX U <fc£&g 

3 8 0 ig ( 7 7 96) 

NMR (CDC I,) d ; 1.40* J: 1.52(8.38), 
2. 12-3. 52 (a. 2 H). 2. 29* J: CJ2. 32(s, 3H). 3.05 
*J:tf3.36(8.3H). 4. 04-4. 68 (a. 2H>, 5.02(a.2H). 
6.44(8. IH). 6. 73 (a, IH). 7; 20-8. 12(a, 7H), 
9.34(d. IH. j=8Hz) 

HS(a/o) : 4 9 6 («♦!)* 
##918 

<t&m < D c ) 4 3 8 ag ( 1 aaol) *T H P 
2 0a!*«*tf* 1 0 alC»)WL. ftl^cXt M 
A 4 2 0 ag ( 5 aaol) *ftl;U o^TTfcfcT'* 
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v *J )U * * *s * Jul* ^ jv 9 a ?4 K 0. 2 1 *1 
(1. 5 wot) *JD*, BfllCt 1 B*M«J*L*:. 

2 8 2 ag ( 4 9. 3 %) *«P. > 3 0 0 t(D«H6 

NBR(DBSO-d.) d ; I. 88-2. 20 (a. IB). 2.15U.3H). 
3.00(dd. IB. J«7. UHx). 3. 40-3. 72(o. 2H). 5. 00- 
(br. t,2H). 5. 15(a.2H). 5.60(a. IN). 5.68-6.96 
(•. !H). 7. 12-T.72U.10H), 7. 90-8. 16 (a. 2H). 
8.56(e. IH). 9. 20(d. 1H. J°8Bx) 

HS(«/e); 5 7 3 (*♦!)* 
##«9 

il&m (Be) 1 3 1 if (0. 3 moD * 

v>9 im (0.4 5 
bioI) *J:tfDCC 9 3 at (0. 4 5nol) *ftl 

;oa*^A) ctm, (t&mi 1 5 Bag 
(8 3«)*m. I 5 T- i 6 2 rofcftfeft* 



*3« £*fl:afc<DC-**-*fi*«fc 





I C... «/el 


1 


0. 0 0 6 9 


6 


0. 0 0 4 


7 


0. 0 16 


1 4 


0. 0 1 7 


I 7 


L 8 


1 9 


0. 0 8 6 


2 0 


0. 0 5 2 


2 3 


1. 1 


K - 2 5 2. 
(#:*ft&t*) 


0. 0 1 6 



1MM 2 

dtl 50-1 80g©9* h*fcx-?*fc 
»TCttllia*#L*u Sullitin*©:*tt C J. 
loounot.. 114. 1473(1975)] C * U Tft» L *:■» 
f§»fcffi*#tt(a»st cell aediua) (MCMittE, 
ffifft: 1 5 QaM HiCi. 3. 7 e» KC1. 3 »M 8a,HP0«. 
3. 5aM XR>P0«. I ** CiCI 5. 6 *> n - 



ttM 63-295589 (19) 

MR<DIS0~tf.)ff ; 1.96-2. 30 (•. IB) . 2.l9(s.3H). 
2.58(e. IB). 2. 72-3. 08 (■. IB). 3. 60-3. 88 (■. 4B). 
5.00(b.2B). 5. 11(8. 2H). 5.72(».1H). 6.86-8.20 
(«. 13H). 8. 56(s. IH). 9.20(dd, IH. J°2. 8Kz) 

BS(a/e) ; 6 3 0 (»♦!)• 

*nm i o K*f 

&»7. loosaiug, 

1 8 g * A f^t;vo ^ 

9 A 1 0 g J: O /I6«£fcCfclJU *&-*-s 0 It 

att 6 0 rTftar&. egaitfe* 1 o - 

o^ttttCiO 1 XI ( 1 7 0et) 

0 1 0 0nO4t&mi **v*m***. 
xmhi 

• Stt** Y.Mishizuka £(D£& C J. Biol. Che*., 
267. 13341 (1982)3 C * bTMC Liz. K*fc 

aaaaa**-*.* k*&&*5 0KR*-r*ft 

(IC.) *Jll**3*C?*T. 



6 ai/aaiaal *ttttf*?C&ALfco 8*tt*2£ 
WTtt-rVUfcd, BBB IBIttrtfllBI^Sl 
Lfc. 6 E«tO**>*:*a«*4 C 100xg 

TS^ntt^tt«, it«icM<D*»MCM* 
iuit3@ftj*Lv ft*ttci*eaiBaft*<»*3 
x i o • c8iu/«! *'x 

(peritonea! eiudete cells . PECi<E) 

4 i^7*--Ta«rt«ifc**fe*-*c:£lcJ:0 
fT-^fc. CO^HLTUfcPECl ai*37 

ftft<D***ft(Ll li^iBitlO^H^* 

Mg/ il*J:aayAt/<!|yAl 0 0 0 * g 

/ iiftifno. i 8i *ai*.t * *ic i 5 aw 
*f v LfZm *»Lyt^a***3 »i 

*to*.TKJS**jt*. 4 t, 1 1 0 0 x gr i o 
ftro*&£ttLT±ft£ttft***:. ±»*JtCF 
ttflOtx^ t ^lli/httO^tt CTl/**-27. 
67 (1978) ) C«^«ftfc-Cfl£Lfco kx^ * 
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= i xl oo 

5 o «»ars<b^«j«flt ( i c.) 
esa*ai 4 »e*-r. 

H4S ^dut^wot * vaiawafisffl 





I C SB. ng/«f 


6 


1 0 


7 


1 0 



n*m 3 

5 ac^r, 

(1) MC F 7 ffl&±*fiStt* : 

9 6 ft-* A 9 o 9 A 9 HC. 1 0 

MftftTti o«/«u yu» n y i o-Mxx ► 

?i>*-**£ttRPM I 1 6 4 0*ttT4.5 
x 1 0 ««/iUCH»LfcMC P 7 »«T*0. 1st 



(3) COLO 3 2 0 DM»tt*feWlfl*tt* : 

9 6 J*-t4 7 o 9 4 9 -*U- ¥ IC % IQH* 
S&KAfltlOO o/«|w^^i|y. I 0 0/|/it 

fcT I 0 LfcCOLO 3 2 0 DM 

m l fz m a © » m a * it * *r * c t c j; o « n © 
ii**5 o^aitsiftiittjniju -en* 

IC.tti. 
<fc£fc IC». («/•!) 





ICP7 


HeLaS. 


COLO3200M 


7 




0. 9 5 


0. 1 8 


I 7 


0. 1 3 


0. 1 7 


<L 1 3 


1 9 


0. 2 6 


0. 1 6 


0. 0 3 


2 0 


0. 0 .8 


0. 1 5 


0. 0 3 


2 3 


0. 1 7 


0. 7 1 


1. 0 0 


K-252 


0. 5 1 


0. 2 0 


0. 2 7 



3NMI 63-295589 (20) 

ro^Di^c^ttrfio mm*** 
9 3 7 tT**fc**ttej;oaa* 

at,**** >r**o. o s.if-ofr**. 7 2 
B*ra»tt©«6ci*. cot * oiat-aiarfxw' 

PBS <-> -e-aftfr** 

*-ft-C3 7T:T. 7 2B*M*«T6p *«±» 

o. o 2 - ► ? *v ? v**vm 

0. 0 0 1 N*»/ 3 0 9*x* / 
*»m»> -*4*oyt/-t 'J -y-C«fcO550 

»tt<D*a*5 0 9*BST6*&*ft**mL. 

0) H e L a S , ftft±*llS**l* : 

9 B^-rOD^O-ru-KIC 1 OH* 

3X10 'A/ilCflRLfcHe La Si JBta* 

0. 1 airo^^xjuc^^-rs* 



i*c-**-*a*«t* v «fc *9 * y*m&& 
i&£»BS«fc***L. kt nan 

**mtlA <102)tt*l»6*I**5fc&H: 

k*« * * # 
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mm 63-295589 (21) 



©16 








m 






^iijft^majB&tf m 3-12-15 


@l& 




* 




ft. 






m^iRJSiflSI!^ 2 - 1 1 - 21 - 706 




§8 












»W«K}K8»*PrT±»203- 5 


®HB 


W 




1* 


7* 


± 


68 


»W*K3Kf»«P»rT±»iia8 



©Int. CI.* ttftllB-* 

// A 61 K 31/55 ABE 

ABF 
A C B 

(C 07 D 498/18 
207:00 
307:00 
273:00) 



* » M 2E * (3%) (a ^|96KT>^SItS r^fLRTu;v4' 

t* » 5 s ft W « 

1.* ft Oft* 

saia 6 2 3 2 7 8 5 9^ 

±J*«fcfcKK-2 5 2<D»*<* 
3LMiE«r6« 

*ft£<DW« **us«a 

10 0 

ft m *«»^ftfflKA^ir-TB 6# i ^ 
£ * (102) ttfD»»X***£*± 
(TBL :03-282-0036) 
««# to « * * 

4. HliE<D**ft 

5. ttiECF)f*j« ^ £ (IT) 
(I) 9>»ff3 6 K 1 0 f?B T800 

r 800(1978) j IClTiEr6 0 
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